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Letter to the Editor
Yes, vitamin D can be a magic bullet
Dear Editor:

Reijven and Soeters [1] recently reviewed evidence from obser-
vational studies and RCTs on vitamin D and various health out-
comes and concluded: “The high incidence of low vit D levels in
disease related inflammatory states is predominantly based on
reversed causality. Inflammation causes a decrease in total plasma
Vit D due to a decrease of its binding protein, but active Vit D does
not change. In practice the assessment of Vit D status is especially indi-
cated in patients with symptoms of malabsorption, renal failure, he-
patic failure, patients with low bone mineral density, patients prone
to malnutrition and patients who lack sun exposure.”

Evidently these authors are not considering mechanistic evi-
dence. One review notes, “The bone-centric guidelines recommend
a target 25(OH)D concentration of 20 ng/mL (50 nmol/L), and age-
dependent daily vitamin D doses of 400-800IU. The guidelines focused
on pleiotropic effects of vitamin D recommend a target 25(OH)D con-
centration of 30 ng/mL (75 nmol/L), and age-, body weight-, disease-
status, and ethnicity dependent vitamin D doses ranging between 400
and 2000IU/day.” [2]

Regarding inflammatory disorders, meta-analysis of 28 studies
showed that supplementation reduced serum hs-CRP by
�0.20 ± 0.07 (95% CI -0.34 to �0.06; p ¼ 0.006) ng/mL [3], and
vitamin D suppresses pro-inflammatory and increases anti-
inflammatory cytokine secretion [4].

RCT health outcomes depend on raising deficient circulating
25(OH)D concentrations to levels adequate to allow target tissue
activation rather than on the dose given or on the tightly regulated
circulating calcitriol levels which do not reflect deficiency. Vitamin
D RCTs should be based on baseline and achieved circulating
25(OH)D concentrations since Western populations commonly
include many non-deficient participants, reducing or abolishing
the apparent benefits of supplementation. Significant benefits are
commonly seen in deficient study subgroups as recently reported
in two major recent RCTs, where cancer and type 2 diabetes melli-
tus development in pre-diabetes fell in subjects with deficiency or
with low BMIs [5], as also reported in populations where deficiency
is common.

Evidence for health benefits of better vitamin D status also
comes from ecological studies where geographical variation of
risk follows solar UVB doses, and health risks rise following low so-
lar winter UVB and fall following high-summer sunshine; from
Mendelian randomization demonstrations of health risk variation
with gene variants relevant to vitamin-D3 production and
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activation, as supported by the many mechanistic benefits of acti-
vated hormonal vitamin D. Overall, the available evidence is
compelling for increasing numbers of beneficial health outcomes
with correction of deficiency [e.g. acute upper respiratory tract in-
fections, cancer, insulin resistance, type 2 diabetes mellitus and
many pregnancy and birth outcomes]. Furthermore, the authors
would need a better hypothesis for the evolution of variations in
human skin pigmentation than a balance between vitamin D pro-
duction and protection against solar tissue damage if their conten-
tion were correct.
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